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Kidney dysfunction, the metastasis of HF



Creat >250 micromol/l versus <90 : + 8 points

As being 79 y.o. versus <55 y.o. !
Or being NYHA IV versus I !

MORE than LVEF <20% versus >40% !

Kidney function has a MAJOR prognostic role

However, changes in renal function have LESS 
prognostic power than initial/baseline/”true” 

renal function.



But kidney dysfunction is not always bad !

Testani et al., 2011

WRF following enalapril 
initiation

No WRF following enalapril 
inititation

WRF while on placebo

Worsening renal function 
is almost good news 
while optimizing HF 

treatment !

SOLVD trial reanalysis - ACEi in HFrEF
Patient survival according to WRF/noWRF after ACEi/placebo initiation



Rossignol, EJHF, 2020

The worst, stoping all HF drugs !

In multivariable analysis
Dyskalemia loosly associated with outcome

Important increase in the risk of death after
stopping ACEi (x13) 
stopping ARBs (x11) 
or MRAs (x3)

>20% ACEi/ARB discontinuation
>30% MRA discontinuation 

SGLT2i not mentionned (2020)
Very likely same results…



Key clinical question for HF physicians is not how 
to manage CKD and/or worsening renal function

=> How to best manage HF treatments 
(including SGLT2i) in the frame of CKD and/or 

worsening renal function



Mewton, Girerd, …, Rossignol, ACVD, 2020

REVERSIBLE !!!

SGLT2i



« Organic » and/or « Chronic » kidney dysfunction is bad
= CKD

Renal function fluctuations while uptitrating HF drugs is nowhere near as bad
AND SHOULD NOT PREVENT OPTIMAL HF TREATMENT !!!!

HF specialist point of view

The heart and the kidney: 
a complex relationship



Algorithm A2M « GICC »

Mewton, Girerd, 
ACVD, 2020

SGL2i is not mentioned
But do not need to be

mentioned !

Algorith
me « GICC »



The cardiorenal synergy with SGLT2i !



Incidence of new onset HF in patients 
without HF at baseline Incidence of sustained worsening eGFR



SGLT2i in HFrEF

Major cardiovascular benefit

DAPA-HF
HR for CVD or HF event:  

0.74 (0.65 to 0.85)

EMPEROR-reduced
HR for CVD or HHF: 

0.75 (0.65 -0.86) 

Major renal benefit

DAPA-HF
HR for combined renal outcome*:

0.71 (0.44–1.16)
slope of eGFR decline: 

–1.09 (–1.40 to –0.77) vs –2.85 (–3.17 to –2.53) 
EMPEROR-reduced

HR for combined renal outcome**: 
0.50 (0.32-0.77) 

slope of eGFR decline: 
–0.55±0.23 vs –2.28±0.23

Impact of reno-protection on HF management

SGLT2i can facilitate the initiation, 
up-titration and/or maintenance 

of ACE inhibitors, ARNi and MRAs. 

Direct benefit
from SGLT2i

Direct benefit
from SGLT2i

Indirect benefit
from SGLT2i

Rastogi, Girerd
Heart Fail Clin. 2022



*Tromp et al., A Systematic A Systematic Review and Network-Meta-Analysis of Pharmacological Treatment of HFrEF; 2021; JACC: HF
Dotted line represents extrapolated eGFR to longer follow-up than available evidence in DAPA-HF and COMMANDER-HF
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Difficulty in maintaining optimal dose 
of ACEi/ARNi and MRAs

=> Increased risk of clinical events

Maintaining ARNi/MRA
ÞMajor reduction in HHF and CV mortality

HR for ARNi+BB+MRA+SGLT2i:
0.36 (0.29-0.46) *
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eGFR decline with SGLT2i 
1 ml/1.73m2/year

eGFR decline without SGLT2i 
3 ml/1.73 m2/year

Rastogi
Girerd
Heart Fail 
Clin. 2022



Preventing WRF may actually prevent HF hospitalizations !
So preserving kidney function is a good HF “investment”.
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Girerd, Zannad,
Journal of Internal Medicine,
2023

In whom should 
we introduce the 

treatment ?

Only comorbidity which prevents
initiation is Type I diabetes….



SGLT2 inhibitors in patients with CKD and co-morbidities 

• CKD/renal function in HF is of paramount importance !

• However, do not over-react to worsening renal 
function, including in patients with CKD

• SGLT2i may increase creatinine on the short-term but 
are protective for the kidney !!!

• Excellent treatment for patients with HF and CKD !!!

• From one stone two birds !!!

• The only comorbidity which has an impact on SGLT2i 
initiation is Type I diabetes



Merci !


